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d.) Remarks. 

Claims 1-18, 20 and 38-56 are currently pending. 
Remarks Regarding 35 U.S.C. § 103(a) 

Claims 1-18, 20 and 38-56 stand rejected, under 35 U.S.C. § 103(a), as allegedly 
unpatentable over Gao (Urology, 1999, 53: 714-721), in view of Terstappen (U.S. Patent No. 
6,365,362), Croce (U.S. Patent No. 5,674,682), Katz (U.S. Patent No. 5,840,494) and Tso 
(WO 97/38313), further in view of Buck (Biotechniques, 1999, 27(3): 528-536). Applicant 
respectfully traverses this rejection. 

Applicant respectfully incorporates all remarks made in prior amendments and 
responses. Additionally, Applicant provides the following remarks in reply to the Examiner's 
statements regarding the previously presented arguments. 

With regard to Applicant's argument that the claimed sensitivity "of at least 80% or 
greater" as recited in claim 1 ("of greater than 80%" in claim 20 and "of at least 70% or 
greater" in claim 42) is neither disclosed nor suggested by the cited references, the Examiner 
alleges that "Gao et al. demonstrated that their PCR sensitivity is the same as applicant's 
PGR. . ." Office Action at page 3. The Examiner points to a section in Gao entitled 
"Determination of PCR Sensitivity" which discloses detection of 1 LNCaP cell per 10 7 
lymphocytes. This ratio, however, is not the claimed sensitivity. In fact, this ratio does not 
express sensitivity as defined within the claims: claim 1, for example, recites that sensitivity 
"comprises the number of patients detected as having prostate cancer by said method/the 
number of patients with prostate cancer" and is expressed as a percentage. The passage in 
Gao which the Examiner is erroneously relying on in rejecting the claims refers to detection, 
not sensitivity. Gao, therefore, neither discloses nor suggests a sensitivity of at least 80% or 
greater, as do the present claims. 

Furthermore, this heretofore undisclosed and not suggested level of sensitivity is 
believed to have been achieved in the claimed invention at least due to a unique combination 
of steps and tools, which is Applicant's position is the result of considerable experimentation, 
and which is recited in the claims. No cited prior art reference utilizes this same combination 
of steps and tools. As has been previously stated, none of the cited references, alone or in 
combination, disclose or suggest the claimed PSA-specific primers that are presently claimed 
and which, at least in part, contribute to the sensitivity which is equally not disclosed or 
suggested in any combination of the cited references. 
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Tso, cited by the Examiner as disclosing Applicant's SEQ ID NO 3, has nothing to 
do with PCR amplification. Therefore, one skilled in the art would not look to Tso in any 
quest for solving the problems addressed by the claimed invention. Furthermore, the 
nucleotides comprised in the presently claimed SEQ ID NO 3 primer merely appear within a 
60 nucleotide sequence used as a probe for the prostate specific membrane antigen. 
Analogizing a PCR primer to a probe is simply scientifically unsound. Again, one of 
ordinary skill in the art would have no reason to look to a 60 nucleotide probe in searching 
for a PSA-specific primer for improving sensitivity, as achieved by the claimed invention. 
Applicant respectfully reiterates that a 60-mer sequence would almost never be used as a 
PCR primer. PCR primers are typically smaller, on the order of 15-25 nucleotides in length. 
But also, the Examiner simply pulled Applicant's SEQ ID NO 3 from within Tso's SEQ ID 
NO 3. There was no teaching suggested, other than Applicant's disclosure that would lead 
one of ordinary skill to Applicant's SEQ ID NO 3. This is the very definition of hindsight, 
which is improper when determining questions of obviousness. 

Further, the Examiner allegation that Croce's SEQ ID NO 9 discloses or suggests 
Applicant's SEQ ID NO 4 is also incorrect. The sequence to which the Examiner refers is a 
25 nucleotide sequence that only contains a portion of Applicant's SEQ ID NO 4 - not the 
entire claimed SEQ ID NO 4. Although Croce does identify his SEQ ID NO 9 as a PCR 
primer, there is no teaching suggestion that would lead one skilled in the art to Applicant's 
smaller sequence which Applicant has identified as SEQ ID NO 4. Again, the Examiner is 
utilizing impermissible hindsight to pluck nucleotides out of a sequence and combine them 
with nucleotides plucked from another sequence in another reference, which has nothing to 
do with the invention at hand. 

Even after all of this hindsight laden-plucking and rearranging, the Examiner can 
point to nothing which discloses or suggests either the tools used or the results achieved by 
the claimed invention. First, Croce's SEQ ID NO 9 is 8 nucleotides off of claimed SEQ ID 
NO 4's 21 nucleotide long primer - a nearly 40% incongruity between Croce's sequence and 
the claimed sequence. These two sequences are clearly very different, and there is nothing in 
Croce specifically or in the combinations of references cited by the Examiner that would lead 
one of ordinary skill in the art to find that use of Applicant's SEQ ID NO 3 would produce 
any different (much less better) result than the PCR primer of Croce's SEQ ID NO 9. 
Evidence of the considerable experimentation that led to Applicant's unique claimed 
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combination of methodology and tools (including Applicant's claimed set of PCR primers 
which appear nowhere in the cited art) is in the claimed achieved sensitivity, which is not 
disclosed or suggested in any of the prior art. 

Applicant's claimed invention also recites a set of PCR primers, yet the Examiner 
has chosen one sequence from one reference and a second sequence from another reference, 
with no disclosure or suggestion in the references of a set of PCR primers as claimed by 
Applicant. There is nothing in either of these references that would suggest that these two 
sequences be used together as the claimed set of primers for PCR amplification. Again this 
reasoning employs improper hindsight by the Examiner relying on Applicant's specification 
as a guide. 

As has been clearly and extensively explained, Tso and Croce do not disclose or 
suggest Applicant's SEQ ID NOs 3 and 4, either in part or as a set. Moreover, Tso is not 
even combinable with Croce or any of the other cited references as the sequence to which Tso 
refers and on which the Examiner relies is a 60 nucleotide probe, which is not analogous to a 
PCR probe to one of ordinary skill in the art. 

The Examiner brings in Buck in an attempt to sustain his untenable position, citing 
Buck's discussion on similarity of results in DNA sequencing despite use of different 
primers. Buck does not state that primers are "equivalent" (as the Examiner alleges on page 
6 of the Office Action); it states that the primers looked at by Buck (not one of which 
discloses or suggests the primers claimed in the instant application) "yielded data of 
extremely high quality." Buck, however, is not directed to detection of prostate cancer, for 
which a difference in sensitivity of even a fraction of a percentage means a difference in 
lives, and represents considerable achievement over the prior art. 

Nevertheless, if one were to look to Buck while endeavoring to find a better method 
for prostate cancer detection, Buck actually teaches against the claimed invention for the very 
reason that its conclusion discourages those skilled in the art from exploring different 
primers. One skilled in the art, looking at the five references cited by the Examiner, would 
not consider based on Buck's teachings to look beyond the sequences known in the art. After 
all, according to the Examiner, no difference in results would be expected. But Applicant did 
experiment and did uncover that at least by using SEQ ID NO 4 (as claimed in every 
independent claim) and also SEQ ID NO 3, which had heretofore never been disclosed or 
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suggested individually or as part of a PCR primer set, a sensitivity undisclosed and not 
suggested in any of the prior art could be achieved for the detection of prostate cancer. 

At least because of this clear teaching against the claimed invention and against the 
Examiner's reasoning for alleging obviousness, this rejection cannot stand. The elements of 
the claimed invention are neither disclosed nor suggested by any combination of the cited 
references. Moreover, the faulty and hindsight-laden reasoning that the Examiner utilized for 
construing the claims as obvious is even taught against by one of the very references the 
Examiner has relied upon. 

Accordingly, Applicant respectfully request that this rejection be withdrawn. 
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Conclusion 

In view of the foregoing amendments and/or remarks, reconsideration of the 
application and issuance of a Notice of Allowance is respectfully requested. 

If there are any issues remaining which the Examiner believes could be resolved 
through either a Supplemental Response or an Examiner's Amendment, the Examiner is 
respectfully requested to contact the undersigned at the number below. 

Should additional fees be necessary in connection with the filing of this Responsive 
Amendment, or if a petition for extension of time is required for timely acceptance of same, 
the Commissioner is hereby authorized to charge Deposit Account No. 14-1437 for any 
such fees, referencing Attorney Docket No. 8124.003.US; and Applicant hereby petitions 
for any needed extension of time not otherwise accounted for with this submission. 
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